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Patent Claimo 

IG^T XS CLl^L^A^> XS> 

N\substituted indol-3-glyoxylamides of the formula 
1 



R4 



R 

\ 



and their acid addition salts, 



where the radicals 
following meaninc 



R, 



^1 ' 



R 2 , 



^3 ' 



R 4 and Z have the 



10 R = 



15 



20 



hydrogen, (c\c 6 ) -alkyl , where the alkyl group can 
be mono- or polysubstituted by the phenyl ring. 
This phenyl ring, for its part, can be mono- or 
polysubstitutedVby\ halogen, (C x -C 6 ) -alkyl, (C 3 -C 7 ) - 
cycloalkyl, by ^caMroscW: groups, carboxyl groups 
esterified. witih Aa^^^ -alkanols, trif luoromethyl 
groups, hydro3cyl\aroj/ps , methoxy groups, ethoxy 
groups, benz^ox^Woups and by a benyl [sic] 
group which is mono- or polysubstituted in the 
phenyl moiety by (C^Cg) -alkyl groups halogen atoms 
or trif luoromethyl groups, 



R x can be a phenyl ring \ which is mono- or poly- 
substituted by (Ci-cX) -alkyl, (C^CJ -alkoxy, 
hydroxyl, benzyloxy, hitro, amino, (C^-Cg) - 
2 5 alkylamino, (C^-Cg) - alkoxy \car bony 1 ami no and by a 

carboxyl group or a carbostfyl group esterified by 
(Ci-Cg) -alkanols, or is a py^idin structure of the 
formula II 




where the pyridin structure is alternatively 
bonded to the ring carbon atoms 2, 3 and 4 and 
can be substituted by /the substitutents R 5 and R 6 . 
The radicals R s and R 6 can be identical or 
different and have the meaning (C x -C 6 ) -alkyl , and 
also the meaning / (C 3 -C 7 ) -cycloalkyl , (C^-Cg) - 
alkoxy, nitro, amiho, hydroxyl, halogen and 
trif luoromethyl and / are furthermore the ethoxy- 
carbonylamino radical and the group carboxy- 
alkyloxy in which tfie alkyl group can have 1-4 C 
atoms, 



can furthermore 
heterocycle or 



GH 2 can be in th' 
pyrimidinyl ring\ 
by the methyl g2 
, 3- and 4-quino^ 
C 6 ) -alkyl, halogei 



a 2- or 4 -pyrimidinyl - 
lmethyl radical in which 
4 -position where the 2- 
an be/mono- or polysubstituted 
rthermore are [sic] the 2- 
structure substituted by (C^ 
the nitro group, the amino 
group and the (C^Cg) -alkylamino radical, or are 
[sic] a 2-, 3- and 4-quinolyl methyl group, where 
the ring carbons of the pyridy lmethyl and 
quinolylmethyl radical can be substituted by (C x - 
C 6 ) -alkyl, (Ci-CfiJ -alkoxy, nitro, amino and (C x - 
C 6 ) - alkoxy- carbonylamino, 

for the case whsre R is hydrogen or the benzyl 
group, can furthermore be the acid radical of a 
natural or unnatural amino acid, e.g. the ot- 
glycyl, the a-safrcosyl, the a-alanyl, the a- 
leucyl, the a-/isoleucyl , the a-seryl, the a- 
phenylalanyl, tfhe a-histidyl, the a-prolyl, the 
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a-arginyl, the* ct-lysyl, the/ a-asparagyl and the 
a-glutamyl radical, where thje amino groups of the. 
respective amino acids can be present in 
Unprotected or protected florm and are possible 
protective groups for the /amino function of the 
carbobenzoxy radical (Z rfadical) and the tert- 
butoxycarbonyl radical (BQC radical) and also the 
acetyl group. In the casfe of the asparagyl and 
glutamyl radical claimed for R 1# the second, 
nonbonded carboxyl group is present as a free 
carboxyl group or in the form of an ester with 
C^-Cg-alkanols, e.g. as / the methyl, ethyl or as 
the tert -butyl ester. R x can furthermore be the 
allylaminocarbonyl-2-m^thylprop-l-yl group. R and 
R x , together with the iiitrogen atom to which they 
are bonded, can furthermore form a piperazine 
ring of the formula I it I or a homopiperazine ring 
if R x is an aminoalkyljbne group in which 
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R 7 is an alkyl radical^ a phenyl ring which can be 
mono- or polysubstituted by (C x -C 6 ) -alkyl, (C^-Cg) - 
alkoxy, halogen, tjhe nitro group, the amino 
function, by (C^CJ) -alkylamino, the benzhydryl 
group and the bis-p-jfluorobenzylhydryl group, 



30 



35 



can be hydrogen or the (C^Cg) -alkyl group, where 
the alkyl group can/ be mono- or polysubstituted by 
halogen and phenyl /which for its part can be mono- 
or polysubstituted/ by halogen, (C^-Cg) -alkyl , (C 3 - 
C 7 ) -cycloalkyl , cairboxyl groups, carboxyl groups 
esterified with tCi-C 6 ) -alkanols , trif luoromethyl 



groups , hydroxyl 



counting as R 2 cs 



groups, methoxy groups, ethoxy 



groups or benzyloxy groups. The (C x -C 6 ) -alkyl group 



n furthermore be substituted by 



the 2-quinolyl group and the 2-, 3- and 4-pyridyl 
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structure, which in each case can both be mono- or 
polysubstituted by halogen, (C^-CJ /alkyl groups or 
< c i-C 4 ) -alkoxy groups. R 2 is furthermore the aroyl 
radical, where the aryl' moiety/ on which this 
radical is based is the phenyl ring which can be 
mono- or polysubstituted by halogen, (C^-CJ -alkyl , 
(C 3 -C 7 ) -cycloalkyl, carboxyl faroups, carboxyl 
groups esterified by / (C^CJ -alkanols , 

trif luoromethyl groups, hydroxyl groups, methoxy 
groups, ethoxy groups or benzyloxy groups, 
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3 and R 4 can furthermore be the ni.tro 
amino group, / the (C x -C 4 ) -mono- or 



R 3 and R 4 can be identical or/ different and are 
hydrogen, hydroxyl, (C^-Cg) Jalkyl, (C 3 -C 7 ) -cyclo- 
alkyl, (C^-CJ -alkanoyl, (C^fy) -alkoxy, halogen and 
15. benzyloxy. R 

group, the 

dialkyl -substituted amino Vgroup, and the (C^-C^) 
alkoxycarbonylamino fUnctiAi or the (C^C^ -alkoxy- 
carbonylamino- (C^C,) ^l/^jij^b^iction, 

20 

Z is O or S, 

and where the designation /alkyl, alkanol, alkoxy or 
alkylamino group for the radicals R, R 1# R 2 , R 3 , R 4 , R 5/ 

25 R 6 and R 7 is normally td be understood as meaning 
"straight -chain" and "brafnched" alkyl groups, where 
"straight -chain alkyl groups" can be, for example, 
radicals such as methyl ,/ ethyl , n-propyl, n-butyl, n- 
pentyl and n-hexyl ahd "branched alkyl groups" 

3 0 designate, for example, / radicals such as isopropyl or 
tert-butyl. "Cycloalkyly is to be understood as meaning 
radicals such as, for example, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl or cycloheptyl, 

additionally the designation "halogen" represents 
35 fluorine, chlorine,/ bromine or iodine, and the 
designation "alkoxy group" represents radicals such as, 
for example, metttioxy, ethoxy, propoxy, butoxy, 
isopropoxy, isobutoky or pentoxy. 
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-Compounds 
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according to Claim 




N- (Pyridin-4-yl) - [1- (4-f luorobenzyl) indol^3-yl] - 
glyoxyl amide 

5 

N- (Pyridin-4-yl) - (4 -methyl indol- 3 -yl) glyoxylamide 

N- (Pyridin-3-yl) - [1- (4-f luorobenzyl) -indol-3-yl] - 
glyoxylamide 

0 

N- (Pyridin-3-yl) - ( 1-benzylindol- 3 -yl) glyoxylamide 

N- (Pyridin-3-yl) - [1- (2-chorobenzyl) indol-3-yl] - 
glyoxylamide 

5 

N- (4-Fluorophenyl) - [1- (4-f luorobenzyl) indol- 3 -yl] - 
glyoxylamide 

N- (4-Nitrophenyl) - [1- (4-f luorobenzyl) indol-3-yl] - 
0 gloxylamide 

N- (2-Chloropyridine-3-yl) - [1- (4-f luorobenzyl) indol-3- 
yl] glyoxylamide 

5 N- (Pyridin-4-yl) - ( -benzylindol- 3 -yl ) glyoxylamide 

N- (Pyridin-4-yl) - [1- (3 -pyridylmethyl ) indol-3-yl] - 
glyoxylamide 

0 N- (4-Fluorophenyl) - [1- (2 -pyridylmethyl) indol-3-yl] - 
glyoxy amide 

N- (4-Fluorophenyl) - [1- (3 -pyridylmethyl) indol-3-yl] - 
glyoxylamide 

5 

N- (Pyridin-4-yl) - [1- (4 -chlorobenzyl) indol-3-yl] - 
glyoxylamide 
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N- (Pyridin-4-yl) - [1- (2-chlorobenzyl) indol-3-yl] - 
glyoxylamide 

N- (Pyridin-2-yl) - [1- (4-f luorobenzyl) indol-3-yl] - 
glyoxylamide 

N- (Pyridin-4-yl) - [1- (2-pyridylmethyl) indol-3-yl] - 
glyoxylamide 

H-4~^%eny3^n^e^^z i - nr ^- l ■ y l ) — E-i — (-4 — fiu^?efe>e^zy^l^i^doi^ — 

N- (Pyridin-2-yl) - ( 1-benzylindol- 3 -yl) glyoxylamide 

■4 — ^y^4^±iT»- 4-y-l-) --p-i-pe^a-z-i n - 1 - y-1-) — E-i — ( 4 f ltt oyobettzy^— 
Hbred ol 3 yl ] g lyoxy la mi-de- 

N- ( Pyridin-4 -yl) - [1- (4-f luorobenzyl) -6-ethoxycarbonyl- 
aminoindol-3-yl] glyoxylamide 

N- ( Pyridin-4 -yl) - [1- (4-f luorobenzyl) -5-ethoxycarbonyl- 
aminoindol-3 -yl] glyoxylamide 

N- (Pyridin-4-) - [1- (4-f luorobenzyl) -6-cyclopentyl- 
oxycarbonylaminoindol-3-yl] glyoxylamide 

N- (3 , 4 , 5-Trimethoxybenzyl) -N- (allylaminocarbonyl-2 - 
methylprop-l-yl) - [1- (4-f luorobenzyl) indol-3-yl] - 
glyoxylamide 

N- ( Pyridin-4 -yl) - [1- (4-f luorobenzyl) -5-methoxyindol-3- 
yl] glyoxylamide 

N- ( Pyridin-4 -yl) - [1- (4 -f luorobenzyl) -5-hydroxyindol-3- 
yl] glyoxylamide 

N- (Pyridin-4-yl- [1- (4-f luorobenzyl) -5-ethoxycarbonyl- 
aminomethy 1 indol - 3 -yl ] glyoxylamide 



• 
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3 . Us& of the compounds of the formula I according to 
one of \ claims 1 and 2 for the production of & 
medicameht . 
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4 . Use/ bf>trKfe, compounds of the formula I according to 
claims 1 Lw^A )n their own or in combination with one 
another ^\drXthe production of a medicament having 
antiasthmatic, antiallergic and immuno- 

suppressant /immunomodulating action for transplantation 
and diseases such as, for example, psoriasis, 
rheumatoid disorders and chronic polyarthritis. 



poTanj 



of 
in 



Medicaments comprising at least one _c 
'the formula I according to one of claims 
5 addition to customary excipients and/or diluents . or 
auxiliaries . 




the production 
a cojr\©punc 



rized In etrat 
according to one of claims 




of a medicament, 
of the formula I 
is processed with 



customary pharmaceutical excipients and/or diluents or 
other auxiliaries to give pharmaceutical preparations 
or brought into a therapeutically useable form. 



d0. 



r 



csia-ims^fc — tro — f?M n rhp 1 



Medicaments according to G4^-rms^ to -6^ in the form 
of tablets, coated tablets, capsules, solutions or 
ampoules, suppositories, patches, powder preparations 
which can be employed by inhalation, suspensions, 
creams and ointments. 




Process for the preparation of 
indole- 3 -glyoxyj. amides of the formula I 



N- substituted 
according to 



claims 1 and in which R, R 1# R 2 , R 3 , R 4 and Z have the 

irz-ed^-if^-fe-hat. 
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meaning mentioned in claim 1, - - 

A*. 



a) 



an indole derivative of the formula IV 



3/ 





IV 



txssmsa 



R3 



in which R 3 and R 4 have the meaning mentioned, is added 
to a suspended base in a protic, dipolar aprotic or 
nonpolar organic solvent, reacted with a reactive 
compound which carries the radical R 2 and where R 2 has 
the meaning mentioned, the 1- indole derivative of the 
formula V 




in which R 2/ R 3 and R 4 have the meaning mentioned, is 
reacted with a reactive compound of the formula VI 



(C-Z-Hal). 



VI 



in which Z has the meaning oxygen and Hal is a halogen 
fluorine, chlorine, bromine or iodine, and then with a 
primary or secondary amine of the formula VII 



HNRR, 



VII 



in which R and R x have the meaning mentioned, in an 
aprotic or dipolar aprotic solvent and the target 
compound of the formula I is isolated, 



or 



b) an indole derivative of the formula IV 




IV 



in which R 3 aWd aa:s, R^ s ' s=! have the meaning mentioned, is 
reacted in an aprotic or nonpolar solvent with a 
reactive compound of the formula VI 



(C-Z-Hal) 



VI 
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in which Z has the meaning oxygen and Hal is a halogen 
fluorine, chlorine, bromine or iodine, and then in an 
aprotic or dipolar aprotic solvent with a primary or 
secondary amine of the formula VII 



HNRR X 



VII 



in which R and R x have the meaning mentioned, and then 
the 3 -indole derivative of the formula VIII 




VIII 



in which R , R x , R 2 , R 3 , R 4 and Z have the meaning 
20 mentioned, is reacted in a protic, dipolar aprotic or 
nonpolar organic solvent in the presence of a suspended 
base with a reactive compound which carries the radical 
R 2 and where R 2 has the meaning mentioned, and the 
target compound of the formula I is isolated. 




